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Amendments to the Claims 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

1 . (Currently Amended) A method of identifying a compound that 
modulates m immune response cell activation via a nathwav that does not involve 
NF ATd or NFAT4. response comprising: 

a) contacting immune cells obtained from a mouse d eficient in NFATp and 
NFAT4 . wherein the ohenotvpe of the mou se is characterized bv increased Th2 cytokine 
production, w ith a test compound; and 

b) determining the effect of the test compound on the activation of immune cells, 
the test compound being identified as a modulator of an immune r e spons e cell activation 
via a pathway that does not involve NFATo or NFAT4, b ased on the ability of the test 
compound to modulate the activation of immune cells obtained from a mouse d eficient in 
NFATp and NFAT 4. to thereby identify a compound that modulates immune cell 
activation via a pathway that does not involve NFATp or NFAT4 . 

2-31. (Canceled) 

32. (Currently Amended) A transgenic mouse comprising in its genome a 
first exogenous miol e io ooid DN A m olecule that functionally disrupts a NFATp gene of 
said mouse and a second exogenous nuoloio aoid DNA m olecule that functionally 
disrupts a NFAT4 gene of said mouse. 

33. (Currently Amended) The transgenic mouse of claim 32 , 49. and 52, 
wherein the phenotype of said mouse is characterized by lymphadenopathy relative to a 
wild-type mouse. 

34. (Currently Amended) The transgenic mouse of claim 32 , 49. and 52, 
wherein the phenotype of said mouse is characterized by splenomegaly relative to a wild- 
type mouse. 
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35. (Currently Amended) The transgenic mouse of claim 32 . 49. and 52. 
wherein the phenotype of said mouse is characterized by blopharatio blepharitis r elative 
to a wild-type mouse. 

36. (Currently Amended) The transgenic mouse of claim 3 2. 49. and 52. 
wherein the phenotype of said mouse is characterized by interstitial pneumonitis relative 
to a wild-type mouse. 

37. (Currently Amended) The transgenic mouse of claim 32 . 49. and 52. 
wherein said mouse displays an increase in peripheral T cells relative to a wild-type 
mouse. 

38. (Currently Amended) The tronfip e nino transgenic m ouse of claim 37. 
wherein said peripheral T cells have a memory/activated phenotype relative to a wild- 
type mouse. 

39. (Currently Amended) The transgenic mouse of claim 32 . 49. and 52. 
wherein said mouse displays compromis e d reduced FasL expression relative to a wild- 
type mouse. 

40. (Previously Presented) The transgenic mouse of claim 39, wherein said 
mouse displays defective apoptosis relative to a wild-type mouse. 

41. (Currently Amended) The transgenic mouse of claim 3 2. 49. and 52. 
wherein said mouse displays increased Th2 cytokine production relative to a wild-type 
mouse. 

42. (Previously Presented) The transgenic mouse of claim 41, wherein said 
Th2 cytokine is IL-4. 

43. (Previously Presented) The transgenic mouse of claim 42, wherein said 
mouse displays increased expression of IL-4 dependent immunoglobulin isotypes. 

44. (Previously Presented) The transgenic mouse of claim 43, wherein said 
immunoglobulin isotypes are IgGl and IgE. 
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45. (Currently Amended) A method for identifying a test compound that 
regulates Tfa2 oell aotivity modulates immune cell activation via a pathway that does not 
involve NFATp or NFAT4 c omprising: 

a) providing: 

i) administering said test compound to a first transgenic mouse fesHmd 
oooond tranogonio mioo comprising a genome deficient in NFATp and NFAT4; 




ii) a oompoaition oomprioing said test compound; and 

b) administering a n appropriate control compound to a s econd transgenic mouse 
comprising a genome deficient in NFATp and NFAT4. wherein the ohenotvpe of 
the first transgenic mouse and the second transgenic mouse is characterized bv 
yngffMjd Th2 y ytpkine prpifrptipn, administering oaid toot compound to said first ? 
transgenic mouse ; and 

c) evaluating Th2 cell activity in said first transgenic mouse relative to Th2 cell 
activity in said second transgenic mouse to thereby identify a compound that 
regulates Th2 o e ll activit y immune cell activation via a pathway that does not 



46. (Currently Amended) The method of claim 45, wherein said test 
compound is at least one apeptidic compound derived from the calcineurin-interacting 
region of NFATp or NFAT4. 

47. (Previously Presented) The method of claim 45, wherein said test 
compound comprises the amino acid sequence of SEQ ID NO: 1 . 

48. (Previously Presented) The method of claim 45, wherein said peptidic 
compound comprises the amino acid sequence of SEQ ID NO: 2 or SEQ ID NO: 3. 

49. (Currently Amended) A method for producing a transgenic mouse, 
wherein said mouse exhibits a phenotype characterized by increased Th2 cytokine 
production relative to a corresponding wild-type mouse, comprising: 

a) providing (1) introducing an exogenous DNA molecule comprising at least a portion of 
a NFATp gene into a mouse embryonic stem cell such that the wild-type NFATp gene of 




and 



favyN NFATp or NFAT4- 
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the embryonic stem cell is functionally disrupted: f2^ introducing said transgenic mouse 
embryonic stem ceil into a pseudopregnant mouse such that said pseudooreenant mouse 
produces at least one offspring comprising a functionally disrupted NFATp gene: 
embryonic atom eeH comprising wild typ e NFATp ond NFAT4 g e n e s; (2) a 
pseudopr e gnant mouse; and ( 3) an exogenous nuol e io ooid molooul e o comprising at toast 
o portion of NFATp and a NFAT4 gon e , oaid portion comprising on e or more d e letions in 
on e or more oxons of said NFATp and NFAT4 genes; 

bVintroducing an exogenous DNA molecule comprising at least a portion of a 
NFAT4 gene into a mouse embryonic stem cell such that the wild-type NFAT4 gene of 
the embryonic stem cell is functionally disrupted: (4) introducing said transgenic mouse 
embryonic ste m cell into a pseudopregnant mouse such that said pseudopregnant mouse 
produces at lea st one offspring comprising a functionally disrupted NFAT4 gene; 
introducing said nuol e io aoid moleouleo into oaid ombryonio stem oell und e r conditions 
such that oaid nucleic acid mol e oulo functionally disrupts at least ono of said wild type 
NFATp and NFAT4 genoo in the g e nom e of said ombryonio stem coll to produo e a 



o) introducing ooid transgenic) embryonio otom oollo into said pseudopregnant 
mouse under conditions such that said ps e udopregnant mous e produces progeny 



(S) mating said at least one offspring with a functionally disrupted NFATp gene 
with said at least one offspring with a functionally disrupted NFAT4 gene and identifying 
subsequent offspring with both a functionally disrupted NFATp gene and a functionally 
disrupted NFAT4 Reqe. 

50. (Currently Amended) A murine mouse transgenic cell comprising a 
disrupted NFATp gene and a disrupted NFAT4 gene. 

5 1 . (Currently Amended) The murine mouse transgenic cell of claim 50, 
wherein said cell is selected from the group consisting of fertilized egg cells, embryonic 
stem cells and lymphoid cells. 




oomprioing a functionally disrupted NFATp gone and a functionally disrupted NFAT4 



gene? 
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52- (New) A method for producing a transgenic mouse with a functionally 
disrupted NFATp gene and a functionally disrupted NFAT4 gene, wherein said mouse 
exhibits a phenotype characterized by increased Th2 cytokine production, comprising: 

mating a transgenic mouse with a functionally disrupted NFATp gene with a 
transgenic mouse with a functionally disrupted NFAT4 gene and identifying subsequent 
progeny with both a functionally disrupted NFATp gene and a functionally disrupted 
NFAT4 gene, to thereby produce a transgenic mouse with a functionally disrupted 
NFATp gene and a functionally disrupted NFAT4 gene . 
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